Introduction
Fever is an important component of the acutephase response (APR), which is induced by exogenous pyrogens (bacterial products), and is related to their ability to stimulate cytokine production by host cells, e.g. macrophages, lymphocytes and endothelial cells. Many of these cytokines, including interleukin (IL)-I, IL-6, tumour necrosis factor-cz (TNF-z), interferons (IFNs), and macrophage inflammatory protein-1 (MIP-1), generally known as endogenous pyrogens (EPs), can induce fever when injected into experimental animals and humans. [1] [2] [3] [4] [5] It is likely that IL-1, IL-6, TNF-x and IFNs induce fever by stimulating synthesis of prostaglandins (PGs). On the other hand, fevers induced by MIP-1 in rabbits and rats and IL-8 in rats are independent of prostaglandin synthesis. [2] [3] [4] [5] Another important component of APR is neutrophilia, which is also dependent on synthesis and release of cytokines, including IL-Iz and [3, TNF-cz and IL-6, IL-8, as well other inflammatory mediators 6 11 such as C5a and PGs (El, Ei, Fzcz).
Clostridium difficile, a Gram-positive anaerobic bacillus, is a common cause of diarrhoea associated with antibiotic therapy in elderly and 12 13 debilitated hospitalized patients. 25 In contrast, 26 28 TXB has no enterotoxic activity, but it is 1 000-fold more potent as a cytotoxin than is 26 27" TXA in tissue culture lines.
However, both toxins are potent proinflammatory agents that cause erythematous and haemorrhagic lesions in rabbit and guinea-pig skin. 26 (Fig. 4) 27 where doses of 1 to 5 l.tg/animal of this toxin resulted in the death of about 50% of infant mice. This mortality may well be related to the ability of TXB to induce release of cytokines, such as IL-la, IL-I, IL-6, and TNF, 29 which are key mediators of APR 4 and septic shock. 5 Also, TXB is cytotoxic for a variety of cells, e.g. monocytes and colonic mucosal epithelial cells, 29'36 which also might contribute to the mortality caused by this toxin.
In the present study, dexamethasone markedly reduced TXB-induced fever. It is well known that dexamethasone inhibits febrile responses to a variety of pyrogenic stimuli, among them polyinosinic:polycytidilic acid, lipopolysaccharide from Gram-negative bacteria, as well as different cytokines. 4'37 This synthetic glucocorticoid has a wide range of activity and may exert its antipyretic effects by reducing the synthesis and secretion of pyrogenic cytokines and eicosanoids. It is well described that glucocorticoids suppress the cyto- 
